THE morphological modifications of sensitized vessels submitted to an allergic reaction have already been observed in vivo by Gerlach who, in 1923, used for this purpose the mesenteric vessels of frog. Abell and Schenck (1938) , Ebert and co-workers (1949, 1951) performed similar experiments in rabbits, making use of Clark's ear chamber technique. Burriage and Irwin described, in 1953, the anaphylactic reactions of pleural capillaries.
(presented by J. Lecomte, M.D., University ofLie'ge, Belgium) THE morphological modifications of sensitized vessels submitted to an allergic reaction have already been observed in vivo by Gerlach who, in 1923, used for this purpose the mesenteric vessels of frog. Abell and Schenck (1938) , Ebert and co-workers (1949, 1951) performed similar experiments in rabbits, making use of Clark's ear chamber technique. Burriage and Irwin described, in 1953 , the anaphylactic reactions of pleural capillaries.
We have studied the changes occurring in the mesenteric vessels of the rabbit when they have been submitted to the specific antigen. Such anatomical preparations are very easily studied (Hugues, 1953) : the blood vessels are clearly seen and the analysis of early allergic vascular changes is very simple.
[The film demonstrated a few of these experiments.]
We have used rabbits (average weight 2 kg.), actively sensitized by ovalbumin three weeks prior to the experiments. Under chloralose anesthesia, the abdominal wall is cut along the mid-line and the meso-appendix is fixed to the muscles. The intestine is carefully pulled outside of the abdominal cavity, without any other manipulation.
In normal rabbits, the contact of mesenteric vessels with ovalbumin does not elicit any visible change.
In ovalbumin-sensitized rabbits, successive vascular alterations are detected shortly after the contact with the antigen. During the first five minutes, the venous walls show important changes; Platelets and leucocytes adhere to the endothelium and form a layer which markedly reduces the lumen of the veins. No vasomotor changes are observed.
After eight minutes, emboli are seen in the venous flow. Their length ranges between 50 and 100ju. They are formed at the venous junctions where these accretions become detached from the endothelium. Some of these emboli are suddenly stopped by the platelets adhering to the walls.
After fifteen minutes, venous walls rupture at some points, and red cells invade the neighbouring tissues. The vascular ruptures are sometimes so prominent that purpuric spots are visible with the naked eye.
After thirty minutes, venous circulation is stopped. Arterioles are normal. There is no important leucocytic infiltration.
The general anaphylactic shock induced by intravenous injection of albumin sometimes results in death of the sensitized rabbit. Even in such cases, no modification occurs in the mesenteric circulation.
'(For technical details, see Lecomte, J., and Hugues, J., 1956.)
Local application of thrombin induces a progressive adherence of platelets and leucocytes to the venous and arterial walls. This layer grows rapidly and finally circulation stops completely. The accretions are sometimes released from the endothelium, producing emboli in the venous flow. At the end of this process, some wall ruptures become visible: they lead to the appearance of purpura, both venous and arterial.
Allergic reactions which occur in the mesentery induce changes in the histamine content of this membrane (Lecomte, 1956) . This content drops from 3 8 ,g/g. to 0-2 ug/g. during the first ten minutes. Later, however, after the reaction has fully developed, the histamine content increases up to 12 to 20 pg/g. This increase is due to the agglutination of the platelets.
Local application of histamine liberators such as 48/80 or 1935 L in a 0-1 % solution induces an important decrease of the histamine content of the membrane (Lecomte, 1956 ). This total histamine depletion does not produce any anatomical change nor does it modify the early allergic modifications of the blood vessels.
Local application of 0-1 % histamine solution is not followed by any visible vascular changes. The same negative result is obtained after intravenous injection of a lethal dose of histamine.
Intravenous injection of promethazine prior to the local application of the antigen does not at all modify the allergic anatomical reactions of the mesenteric vessels.
Histamine does not play any important role in the mechanism of platelet agglutination or vascular rupture.
The same negative results are obtained when 5-hydroxytryptamine is used instead of histamine.
Crude trypsin (0 1 %) has also been applied on the mesentery. After fifteen minutes, venous walls are ruptured, and red cells invade the neighbouring tissues. Finally marked purpura is produced but agglutination of the platelets or their adherence to the vascular walls is never observed. A fundamental difference seems to separate anaphylactic damage and local disturbances induced by proteolytic enzymes.
Injections of cortisone (10 mg.) and corticotrophin (12 5 mg.), repeated five times during the three days before antigen applications, reduce the degree of subsequent vascular damage.
Calcium gluconate (1-6 grams) and sodium salicylate (150 mg.) have a similar inhibiting effect when they are injected intravenously just before the local application of ovalbumin. This anti-allergic property of sodium salicylate is not due to activation of the hypophysoadrenocortical system (Van Cauwenberge and Lecomte, 1955) . Heparin in large doses (50 mg.) completely inhibits the anaphylactic reactions; in the present state of our knowledge, this substance seems to be the only agent which is capable of completely inhibiting morphological vascular reactions of allergic origin (Lecomte and Hugues, 1954) .
Our present concepts regarding the pathogenesis of these morphological vascular reactions may be summarized as follows: Antigen-antibody reactions occurring in the endothelial cells of vein walls rapidly induce some undetermined change in these cells, leading to the release of local thromboplastic substances. The latter are responsible for local blood clotting, with agglutination of platelets at their site, and subsequent formation ofemboli. As the endothelial damage increases, venous walls are ruptured and hemorrhages appear.
Even though histamine is released in this process, it does not play any role in the mechanism of these anatomical reactions.
